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>*Jkfc>K7S K£ (-NHS0 2 CF 3 ) , (4) U (5) *;k*> 

nasfc£*ngtf&*L j:n6©aitt*tft$nT^Tfe«kVifi»7;wuai came 
5 7 : s)vm <«, <£ft (c 2 _ 5 ) 7;i/#/-f;k ^>y-f;^i*) Tfiwsnw 

io m^-co-D Dtt (i) *si»x (2) esi^nT^Tfej; 

V>75/ (0!);L«, 75 7, N-{£^ (C^) 7;Mr;k75A N, N-v{£ 
ft (C,. 4 ) 7)V*)W5./1ZE) SSfctt (3) WftSnTViTfe^ViT^a* 

~> {#k (i) Bift$nTViT'b«k^7sy w* 75 

A N-<£ft (C i_ 4 ) N, N-5?ffi» (C x _ 4 ) 7)V*)V7$. 

15 a tf^u^A ^wj/fc^) , /\ny>, {gft (Cj.j) 7;i/3^~x (s 

ft (Cj.e) 7)V*)Vf-Hr* mk (C 3 _ 8 ) v^P7;P3^->*5Viti|BJftSnT 

>-4-<;u&£) -rfiift$nTViTt>«J:Vi<£» (c x _ 6 ) 7;W3*->», £fc 

i) 3S-0-CH (R 6 ) -OCOR 7 R 5 & (a) tM?, (b) 

20 **3Rl-6CDa«feb<tt^tt«©ffift7;P4r;i^l x^;k n 

-7'otf;K -f V^otfJK n-y^K -fV^JK t-7^;k n-^>3^k 

-rvo^k tt*y?-)VUE) , (c) ^m2-6<Da^ ! bL<«^^ 

Ofift7;Pdr-;P«Sfctt (d) I^3-8©y^D7JWI (09, 
^>3Mk >>^o^->;k ->i?DA^Ma £5*U R 7 & (a) 
25 l-6©lt«t)b<^ttttOfi»7;WP» (#K P^k X3Mk n-^Dtf 
;k -fV/at^k n-73\>k -fvr/^k sec-:/3Mk t-T^k n-^> 

?;k -ry^>?;k ^^-^>^;^£) , (b) «*»2-6oa«t>u<tt 

#&#©4£ft7;i^x;i/S, (c) ^t3-8 0y^D7MJH (0iJ, 
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«kVi7U-;P* W* ADy>gf, ZhD, fift (d_ 4 ) 7JWJk filR (C 
a _ 4 ) 7;m+">ft£S*bTV»Tt>±U7x^*fctt^75 i ;wat&^) 

»*nfcft*»i-3©«»7;^;wt (#k ^>^;k p-^no^», 7 

x*3\)k v^P^^loWk ^aA*~>;M^;u&a , (d) 

5 3-8©->^D7;wu ; feL<«g^$nTViTfei;^7U-^s (#k a ay 
>m** -hu* im (c,. 4 ) 7j^jk fiiR (0^4) 7;p3*'>&^*#b 

TViTt>'«kVi7x-;P*fctt^75 t ;l'»^a T«SI$nfcK*»2- 3 0ISR 

7;uy-;u£ (#k y>t5;^©^)K 7a^-;k 7U;k <y7a^- 

;P35:£07;i'y-;P«*i#^fe©«:^) > (e) WftSnTWfciWT'J-^ 
10 £ («, 7x-;k p-HJ;k t7^©/\oy>If, ~ha, (Ci 
_ 4 ) 7)V*)W 1&W. (C a _ 4 ) T^n+y^t^tlTUTfe^V^i^^fc 

«^7^;i/«^a ; a) ^*»i-6©a«fcb<^tttt©ffi»7;P3+ 

<V7*^y, sec-7h*-X t-7*b*->, n-^>3MM-*>A -f7^>?Ml/ 
15 3**5^ ****<>3 i ;W' s l t 5'&2) » (g) KS§Sfe2-8 0iS«t>b<tt»tt^ 
©«7;i/y-a^v* («, 7UD*y, <V7*f-n^y^£) , (h) m 
its-soyi'oy^M+yl (flu ->^a^>^^>>, ispu^* 
->;p*+5/, ^P^7°^;M-^>ft£) , (i) «3-8©y^a7M 

;u (#i> s^p^>^;k ^DA^yjk y^DA^Ma fcixttnai 
20 snwtfeJ:U7ij-;n Aay>0-?, -ha, wr (c >4 ) 7;u 

ftft (C,. 4 ) 7;i/a^5>^£^WbT^T.fcct^7xi:;i/Sfc^75 1 

TKft$nfc«*»i-3CDfi»7;p3+>'* (#k ^>>>p*va 

xh^x n-7*P#*SA >T77W*5'fc£07;un*$'l&&#ot>0 
25 fc£) , (j) Klt3-80y^D7JW ! y^U^>^M y^DA 

Any>if, xhp, (c,. 4 ) 7;Wk (c,. 4 ) 7;m*->fc£ 
&WL,T^TfeJ:Vi7xx;|/^^tt^75 1 ;i/S^£) T«ft*nfcft*Sk2 - 3 
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fcfflh LTfi, 08*fc& -COOH^fCJI, -COOMe, -COOEt* - 
COOtBu, -COOPr, (f/\*D-fM+y^ h^y^Jtok 1- 

10 7-1. 3 - S^+V - 4 - 'fjW h+->* iP^, 7-feh*->* 

ij)V#~)V* 7o n-^Un^ b*v-# 

;i,tf-;k -fv^iJD+y^h^M-;!/, l- db+^WzD* 
*» ih^y*M-jk 1- (-TV 
7*f'Ja+y) ih^y^JtoK y^n^y;WJl/#-M+y/ h=^y 

£0£#fcRjfcfc£) T> *fc^ft^W»wHt<^> COO", ^0l5§3l#: 
±IBR 2 £bTte, ^-CO-D CiS^K Dtt (1) *B&g£fc« (2) 7^ 

75/, ad^x ffijR (c 2 _ 6 ) 7;w5&y-f;^*-> m, 
7-kbtt*s, tfAD-fJl/^v^a , fift (c 3 _ 8 ) ^otjw/^;^ 
*x ftft (c x _ 6 ) 7;un*^#;M*-;kt*~> (#K ^F+yjj^zj^ 
25 *~>, ih^y^MrjV^y^t') > &ft (C 3 _ 8 ) ~>*n7;P 3* 

(fcU v^P^^^^^-jl/^v-^a , (C,. 4 ) 

7;u'n^->^fe«» (c 3 _ 8 ) 5/^D7;p3^«>Taii$nTViTt>«fc^te» 
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J^JH, (2) 7)Vf-)im> (3) 7>>k*~;i/S, (4) y^7D7JWl, 

(5) 7U-;i/S, (6) 77)l*)V&te£t)mtft>nZ>tf, &*Tt)7J^ 

MIB (1) <D7;k*;PS<hLT«, ^^l~8igm©M7;WI/STEm 

W)W -I'vr/^k sec-7>;K t-7^;k ^>^;k i-^>3^k 
10 mm (2) ©7;k^--;i/S<hLTf^ ^tl£2~8*§g©{£i&7;i^x;i/gT 
3-^x-;k ^ v^xnjk 2-^-^xn;^^^tff>n^o 

MIB (3) 07JI/+^JHiLTH M^ic2~8@g©fg^7;i/^;VSl: 
Mtt ^^vvfrnrt)^ mfc£x^-;k 2-yofcf-;k 2-7*5P 
15 x;k 2-^>?x;k 2—*2^~)\,UE1$$>tf Stl^o 

buIB (4) Oy^oyWItbTH ^ic3~6@^Mv'^0 7;U 

±lBbfc7;p^;us> 7;k^r-;ps, 7)V^)vm^tc\t^^u7)V^)vmt 

20 «^^nTViTt)ctV>7ayS 7^7, NHER (C^) 7;i/ 

*;K7$/, N, N-v{£^ (C x _ 4 ) 7;Wk75/&£) , AP^>> &ft (C 

-;i^-<£» (c^j 7;w^^*tf&n, me (6) <D7v-)vmtLT 

25 tt, M;U£7xx;kfc£awf£*i5, 

flfcttAn^ (flU F, CI, Brftt*) , -hD, B&SnWT i fe«fcV>7 
S/* (M. 75 7, N-feWi (d. 4 ) 7;Wk75 7, N, N-^{E» (Cj 
_ 4 ) 7;M^7S7ft£) , (C,_ 4 ) 7)VU*ri/ (fl, /^>, Ih + 
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*>fc£) , <£ft (C 2 _ 4 ) 7)V*)ltt M* JL?-)Vttt£E) > 

&ft (c a _ 4 ) tjw («, x^;^£) &££#i/wcb,k^. 

fcttSft (c t . 4 ) 7;p3^$/STBife$nT^Tt>«kviffiiR (c a _ s ) 

fciiffift (C 2 _ 5 ) 7frtr-M£te& tm$Lh<s tQt>Vs mk (Cj-,) 7 

10 itT^mmmi \z&w% rAfaiifj tbra, -o-, -s (o) m- [m« 

Ofe^U2 0SftSw-r] , — NR' - [R* BTlcJfK^^fcttttft (C x _ 4 ) 
±fSbfc^Tt)> R 3 <hLT«, -O-, -S (O) m- [mtt0fcV>L2 

©SEfts^-r] ^fe«-NR' - [r' \t^mm^fc\mm. (c^) 7^ 

ft (c a _ 4 ) 7;i/3+«>*^6a«n*itifta*T?iiSi$nTV5T'b«fc^fi» (c : 
_ 5 ) 7;v*;w*fctt«» (c 2 _ 5 ) 7)V!r-)V&i3i£im*i,<* ty>t>v. & 
ft (c^) 7;p^;p*fctt<£ft (c^g) 7;io*-> («kO»*b<W:, 1^ 

20 a (i) T**n*7>**x>5/>n»tt^*#-r**^^Htt^« 




R 



(5£4u R 1 ^ (1) (2) <r r-^/UJI^fctt (3) 5£ 
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N— j 
H 

CSt, itt-O-Sfctt-S-S^U jtt>=0, >=S*fctt>=S (O) 

5 Any>fc£TWfc£ttTVvcfe«kV><£« (C x _ 4 ) 7Wft£) ifcttAn 

£=t£&^>-fe:>5ii) £tkU R 2 «S-CO-D K'K Dtt (1) 7XmS 
S&fci (2) 7;P+;i/ffl»***BIS, 757, AO^X (c 2 _ 6 ) 7;p# 

y^;v^-> (flu 7-feh^v, tf/tcwM-^s/fcaf) , (c 3 _ 8 ) ~> 
K+^*;p#r;^*5/. xh^^^-^^^a , (c 3 _ 8 ) v 

«H) , im (C x _ 4 ) 7;l^*>'*fcKH£» (C 3 _ 8 ) y^D/J^^i/Tll^ 
nTVvr%>J:WfflR (C^) 7JUp^^*jRf) T»£n3X£^U R 3 
15 tt-O-, -S (O) m- [m«0^ViU2©S^^7Kl-] t&tt-NR' - [R' 
J4**«C«fcttft» (C x _ 4 ) ^l/T^lWt.i<, 

*asak 7$y», /\n$ , >fc«kiflg».(c 1 _ 4 ) 7;i/3^->s^&s«ns« 
jft*T«iftsnT^Tt)«kVifi» (c,. 5 ) (c 2 _ 6 ) 7;^ 

x;p« (#*u<tt, (Clb) 7;p*;w*&tt«» (c,. 6 ) 7;io*-> : 

1 - [ [2' - (lH-f b^/-JV- 5 — T;U) k*7i^V- 
4— f;W>^;W ^>X^5^/-^-7-*;P#>Bt CCandesartan) , 1- 

(->^n^i/;^^^;u^-;i/^'» x^;i, 2 -xh*v- 1 - [ [2 ' 
25 - (iH-xh^y-;i/-5-<;i/) tf7xx;i/-4—r;n ^>xW 

5^/— ;U-7-*;k#^r^7— h CCandesartancilexetil] , tfAn<;i/^ 
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2-I^>-l- [ [2' - (lH-fh77-;i/-5- t)V) tf 
-Ih+y- 1 - [ [2' - (2, 5-^tKD-5-t*V-l, 2, 4-^" 

*D-~J7V~-)V-3— f;w tT7x-;i/-4-^;i/] ^>X-f a^y- 

±12 Ufc^>X< 5 ^/-;MBf**tt, 09Atf, EP-425921, E P - 
4 5 9 1 3 6, EP-5 5 3 8 7 9, EP-5 7 8 1 2 5, EP-5 2 0 4 2 3, 
EP-6 6827 2^^CE«©^ao^feXtt*n^ipDfc^fei:t«kO'& 
J^TSJlt^liT**. Candesartan cilexetil E 

10 P-4 5 9 1 3 6\zmztift&i£tecm®&*m*2><ow&^. 

tfnux x^y-ji^T^x yi^y-;V75X hUx^/-;i/75>, v 

20 nmvfzteo 

iiifiii m. mm, mm. mm. mm. mm. mmm. m » 

>m. ?x->m. n/\^m. v>^m. *?>7.)i*>m. ^<>^>7.M>m. 
25 v>-b)vx.>zM>mm . 7*rt7*>m. ifjv^^ym^om^^j 

*WlT!mH$nZ7>*tt> s s>llffifrftm&tt&te£m EOT, A I 
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£V>5. A I Ifittft^ttoynH^yVtbTH:, A I I £#E<b£tl©7i= / 

5 5y*^x-fD+)-y^;Kt:, 7?x;wb, ^>^;i/75y#;i/#x;wb, (5- 
fh7kh*n77-;HL tfPUv;i/^^;Mbs trnn^kt^s^^Mb, t 

e r t -yj-MKZntzfc&mtzE) ; A I 1 1^m\^m(0imMifi7i/Mt, 
7;WWb, K>km.fa S5*fl3*nfcft^« («, A I I^4fc£tt®7lcflt£ 
10 tfy-fe^Wfe, /w$M;Wk ^twowb, t?AnK;wb, it^>x;wb* 

15 p^^^^xx^Hb, xh^->*;^x;u^s>x5 1 ;Px7 > 7 : -;Wk;/ 
7^u> ? ;i/x^x;wb, (5-^?;i/-2-^y-i, 3-wvu>-4 

ac^ftCioTA I I 

20 a 1 1 mm^mo^u f 5 ? joisje 1990^ mm&o 
m%} mmm-witi 6 3jca>s i 9 8HfcfBtt2nw*<fc"5fc, 

frtAI l£m{b^«{b1-3t>©T£oT i b£V>. 
ff * § ttS^b ££B KlJt^-r § £ £ # pJtgT $ 5 o 
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5 . Tft&*#, 09*.fcf» *ffi«ft'&*©m*K:»UT, HR«fctt3-5 0 OX; 
efcD#£b<te5-3 0 0%, ^fc^*b<«l 0-1 5 0%©$&Hfr£>31fcm 
5, 

10 tdW^bVi. 

^ptstk^«, /^s-e*n«» ^m&mik&M mmmm , % 
*fc»*tt©«*kfl5^*«*fflabT#6n*^tUTtt, w*.tf, * 

fc«*tt©#«*J(Mb^'»t**«^bT#6n*, zMttSl/fc7RfcJ8*tt©# 

*©-»sfc»i^e^7KK:j(i»tt©^iiff^Mfls^« mmtm xh^xh 

l^y 3 >Wt50«t< 1 ftfcfc, 3KfcJB»tt©£Ei£ttfb£<tk 

©fIWt$MlT^5X?Jl/ya >£JiabT\ *56W©»fttt«S!l© 
«jfi-r*©W*b^*«, 7K©*#Ttx-7;^>3>*^$-&*j:tK:J:0, 
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v>zmm , kHP*->hu*j^>» *x>»«») sautes 

i ; - a -;> 7 / 7^ U MlXrJP ; 4?'J 75 yi (#], #U-g-^> 
^^ftfc^^Stt^^S^T-rs*^, D-, L-, DL-#©Httlfcffi^5 

mt (=E)l%) ttl 0 0/0-4 0/6 0#W£b<, 1 0 0/0-5 0/5 0 
15 #Wd!f$U>. 

±iB©a*-^up-;i'Sa^#o«iTO4Hf«tt, a*f, *U3* ooo~ 

*55 0. 0 0 0, $fF£b<teij$4, 0 0 0~I5,4 0, 0 0 0, £5fcjF*L<tt 
»5, 0 0 0-H&3 0, 0 0 0T&5 o SHfcg (a*TO#f*/*¥*l 

^Fft) 2~*94. 0£W£L<, SSfct&l. 5-3. 5*«)f 

20 

frfM&l. 110, 000, 707, 000, 35 4, 000, 189, 00 
0, 1 5 6, 0 0 0, 9 8, 9 0 0, 6 6, 4 3 7, 3 7; 2 0 0, 1 7, 1 0 
0, 9, 830, 5, 870, 2, 500, 1, 303, 5 0 0©14li©^ 
25 'JX5 : V>»ftSiUtW-5X->a>^D7h^77-f-(GPO 

GPCA7AKF8 04LX2 (TOttl®}) fcftfflU WtbT^DD* 
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5 WR. ^-Zy-OOMftm Iz&oX&mtZttm&X&Zfz®, -«f$&& 

mmmm.x$>z>&. miuz, %Mt?vu-)mft$mmw;M*m&&mx'& 

¥mftTmt^mmm\z£%m^tt : f-mttf\m--m.?2>. jkdsjs-^u 
n-)iwLm£fa<DM&\zm£-m?z>t\t. ^m^m\z^^m^m^G 
io pcmj£\z&z>&¥-i%5H L m<Dfoo. 2 -mi. 5B<DmmiHx&z>z\£*M\ 

0^b<\tmo. 3-151. 2fg©fgfflfiT&3;i<>:£^5o 

(«6 1-2 8 5 2 m) fcaW*?*^ VtWnyj H^OSR 
©fcfe$££ffll>£:§!iM-& (Encyclopedic Handbook of Biomaterials and 
15 Bioengineering PartA : Materials, Volume 2, Marcel Dekker, Inc., 199 5 

m^^it^mzmmhxm^mm^M^^zLrcm^w (yt-t 

;P ^-7* n>ha-;i/K U U-X (J. Controlled Release) . 4 1i, 24 
20 9-2 5 7H, 1 9 9 6¥) §i^ui:t>tf5. 

(01*tf, ^MM^SIS^ #M0S6 1 -2 8 5 2 Ht&$8#$S) 

SM^tttt&aiOSBSfe (0»J;Lfc£, WO 94/1558 7^«#Bg) TSBtTr 
25 #3. 

mmm^<Dit^mmm\z^x^^mm<Dti)vt^iy)vm\zbrc% 

Wt-ifV3-)VWLm&mt* m^-U>^- O^/WA (Boehringer 
. Ingelheim KG) ^&T&JE$«TVi*<bCD*fflViTfe«fcVi. Ctl*><D&fttotoM&. 
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A. 7^5 A, 77\ T , 3« (R 7>5 

7>#>^) , (R XX^) &£©#lffi&Ji (£?£L<&, 

®*tz \t&mM{k%}tz a t l xm % <fc < , * > t Lxm ^x *> <t 
7yft**tt«) > mm, mm. tt^yymmvmmmmm^znz. 

ftft © *n? & o T t> «k v ». 

20 ;i/#>at (#j> msi, mm. 7Dt?*>m, bibi* wm^, #7o>®?, x^> 

hBt *yj;WBfe, ^^=f>m> *^U>»» fc<ktf&*#2fcV>l/9©* 

25 >m (flu -?o>it h/\9m, ?)v?)vm. Twym, \z*v>wtm 
v%mmt£^L9 07F&%imtt3Mi?*)v-#>m m. th>h, 7T;t/m> 

;i/^>m (w, Mja^/wnt 1, 2,3-7* >hj#;m?>^) &£jWb^ 
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tfc CM, AD^M^ (M, ilte$c, H«, 374t$c, 7y 

fld**) , flS®&, ?^v7>m^ , liWtOl CM, J» 

m%)wt>nm& (m, mm&. mn&. ^U3-;m«, ?u», , 

15 §k7±^)V7-thi— 

Mtlll^S CM, AnyXbBIS (M, MM, 37ft; 

cm, m®mfi)v#>m.-m®im. cm, mwam* mttsft #vn- 
tuv^Atmmmtom cm, ad^m^i/v^a cm, *&«;i/v7A, 

&{t%)VfV&s 3yfb^;w>7A, 7yfc;&;W"7A#) , «*^>-7A, 

M#;i^>7A, ^t->7>i*JI/y7A^ , *JVy7Ai«t0i CM, 

mmmtDvtsymti^^hm. cm, &km*)v>>v&. mmtuv^A, 7nt? 

25 t>l*;Vy^A, ya7i*Jk>^A, S5»;i/->7A, M^Jl/^A, 
7X>m#^>7A, 7\0o>Itfj;^>7A^) , 5?W*^->7A^ (M, £ 
m#^;i/->7A, -tfU^;i/M*;Uv7A^) ] , tl)l^A7±^)l7 J thi- 

•?tf*i/v&tmmntom. cm, )\uv>\w? cm, m^7*^ 
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>"}A, 9kttr?#*i,Vl*. BVifr? ? Wfc? 9 > fit 

5 i5S7^y-)A, ?L»T^5/^A, i73L>&? 9*1/02*. ^;m>$rr 

&mmcm w. mtmm* mm. &<\:*)Vi/v&. m.^? m 

-O&JRtttt, {I^WO 9-2 2 1 4 2 O^«B«0#ffi**^ttJpt; 
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%£m&mt%m<D*$momz, ^zmmt^ctiz^xmmmz mzm. 

T, £3i£1M;^fc «fctf£#rt^4#U T-©fttt)&>-:£i&S WiM^tfc 

io ****«iabT#6n*^j ©E£a», ^a«tt{h-&4»oasi, mM©n 
aa**«kt^*©i#a«iMft^K:J:oTa^a^ £a»ttft;£*K 7Kfcn^ 
tt©*tt«ft:^fts*«iabT#6n*j^j ^iw^it^uv-s 

om%, £D$?£b<&m 5-4 smm%, «ft»*u<tt»2o-4o* 

15 ixt, flfcfr, r*«ia-r5*K:J»Stt©^Haii*JPSft:^«j tt, 5fifc*&0. 5~ 

20 «^ws<> s#^©Am»^v^ri'^o*7 p -k;i/^v^ca 

( I ) *tft«kfe 

£.ftft#m&m -?-<DG®mm®mz. ±m<Dm&miz7Fvtcmm&mz-& 
z£5\z. ^zmmn(D±mmmt^ ig££«2a^±©zkci£&tt©# 
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15 DOtf^A, ^DDI^>, HJ^DDX^X QlKftftM) , X— tVHS 

X3^x-7\ik <y^DWH-f;Mf) » IBfl&»xx5r;KflU ftttx 
20 KWiLTtty^DD^^>^ 7;m-;u<hbTttx^/-;k 

U>K, tUM& 7m<ki- b U £ A. 7Mr>, U^>*<ktX*n5©il[<8Sft 

u^a, ^ux5 L w>^un-;i/^cD^'j^— ;nt£<»**» tozwtwtmt 
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uffl^m, -wtmzumo. 5~»7oaax, «toffsu<tt»i'-*5 

flfifcfcJu HKWfcttfftffittSf©*?! 1 f&~*?J 10, OOOfg, ck 0 # * b < \m 5 
15 5 , 0 0 0 (g, ftfcfiF S b < TO 1 0 {g~^J 2 , OOOf* 6««tl*. 

7X:t>tt#®«#3!l (*W>SW-M)tfi>u Xx7U>Btf-hU£A* 5^ 

20 ^>IBI»Kx^t-;1/ [y-r->(Tween)8(K y<->(Tween)6(K 7h7X/^^ 
-ft] > ^Ut*vl5 : l^>t7«I^ CHCO-60> HCO-50> B3fc^5*;UX] 
, #UHx;uhfoU H>, #ut*x;i/7;m-;k #;W?*5/;WH:;P 

25 £f£b<TO0. 0 1-1 OSfiXOfEfflT, £ g;U< tt&O. 0 5~*S 



WO 01/60410 PCT/JP01/01191 

33 

mm. -mm. *v3m&&&7*sMm£tz\ttn<o<Dmmfcmtfmtft>n%>o 

)V, V)V¥h-)V, X)l$'h-)lG<DXm7)Vu-)mfc2zifimtee>tl&. fcfr 
u &V7)Vn -)Vt£ ZifimtfZtis £ © 5 * * / -JUfi&tLl, v> 0 

±ie©7$ y mmt vt\*. l -#© >b<DT?*ntf v^rnfeffl ^zz. t&r%, 
20 & ©*ajEw««!i«, *7kffi©«j^j&*£i!*«^©«ajBE©*sj 1/50 

ft, T>r^p^yir;p©^iS(c#*LTV^^S«tt'fb'&#i, ggttft&ttrff, % 
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K $f£L<«, «^lO-2Ot©#i«a!0*frT - e, JKi&jfeSa&MIrT* 
15 ^P^y-t^e^^O^^bfe^ 2l$M~#n 6 8Bm 

K»a*6jfc&fei:bTtt, si, mmm. &mn&ttft*)v>+r 
T^^p*^ir;u*o*^J;t^rai*«©»*tt, ®8i#M# (co 

(II) *§#It& 

25 *ftt«k^TT-r^o*^-fe;w*aiKir*«^K:ttv ME (I) 07fc+ft»fe 
5. ^37tM-; ^3>^M?Sffi^©mo. 0 1-1, 0 0 0^, #£L< 
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\tmo. o 5~5 o ofg, <$\zft$iL<\mo. i~2oote)&>sBtfn*. 
din mm&mm 

• *S(iJ:oT^ £ D*ytJ^iit5^ldt fflfH (I) ©*+««» 
. C©m, j&KT?»n«, WIS (I) ©TKI'ftiftftTBmfcH* 

m&mtt&m ^?mm v xm & n* £^/u££#f*i#$& # u t-©#* 
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m^E^om^nm. &x%u gagg *y-fe;ww (flu «*y-t;ww, 
10 -rs 

-> (Tween) 80, HC0-60^©#®«M, fcJ^O >®tf- h U £ A, ^UN**^ 

20 ~3 0 0^m, ^L<«|)0. 5-1 5 0 /im©t5H> ££.fc#£L<te,ftJl 
10 0 ^mcDlSST^^o 

25 *mi®%WL®m\z. n«ttt^§©t, mn<M tk ^, 
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<it. J&A1 ASfcD&O. O.lmg-lOmg/kgftiOUSH, 
KttJfcO. 0 5mg-5mg/kg#:acDieH*>5ailji^e:i*«Tf#5. 
5 lliiafcD©1tetttttt«©a4«tt, JfcAlAMSfcDffSlXKi, #50. -05 
mg-5 Omg/k g&SOfgffl, $<blC0?i; U< 1**50. lmg~30mg/ 

&*®mt. »ii:iin, la^fcinu 4^ 
io tt©fttfi©$mm. ^»«3&^k:«fcoT»iai*i:a:3WT€rs. 

IL ft* • *TI*iF»f , ¥H5^fe£©rtflR*T?©^*^BH*fctt^>flJlSI?a:a 

4s«tt^ti^T>^^7 : ->^>ii^M^w-r?>^t/<7)^, erne. 
o> -€©jii«f»«ftfi*nto*f, *«fr*^t3&«Rittttfc», ftP3WTfi# 

20 9i«fc:fc£££#$#£ns. 

H^fcJt^&t^ »!%&£©**©^«^S#3«0$8£fc£T?a 
»BE&£Dfc*£T'fc, 7>^T>5/>II©*J&:S1*ife«iE«S*Tailfffiffl 

5Rtil^©ii^lS©*tt&1*«»l©5*ffl%>pTIBT*5. 

fcS£3l£LTtt, 7>^^-x>v>ll^#^bT^T§ilal : ©TO^ t i; 
rX«5i^l««l»#H«k 0 , 7>^x>-»II©#^E^ s kO, &31>«7>=M- 
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5 mm, mm, fotimmfcz) , mMmmm mmmmm^mm, -^mmsk 
stfo m**, mskm^m^ i»EEtt»&a , xmm, mmmmm, m&l 
*wm<on&&zzf®m.m. (nmmm, mnmm, b 

n, mm, mm^mm (mmmmmm, mmm^m, msmomm 
^tsmmmitm (mmm, mmmmtfc, mmmmt&, &mimm<ffiteE) , 

mm • jfii^jEj?, »tt»®mi&K«. r&& imp*** mmfctza) , m 

ffilHRjiL^e, H£1&£ffifli9!»ti£, KSMJMfb-fiL HStti^ttifiL^, 
20 AflgjfiLlE, i§3l/Xxn-;i/ifii^ Mi£g3t> MtiW 

25 ttz) , m%&. m^mm, Mmmm, m&m, *$m.vt* j&mvt* *wp«*' 
m mnmm (*>°z>m, T^^^, 7;p3-;HS#£fc2) , &m&m& (m 
mm, wmmm, ^mmmmmm^m^-.m^mm^o^, m 
j&&m®&, u v*?mmwk> %mmom®& ■, • ; mm 

(Dmm ; mm& ; mum b& 7 v \t-mLm& ■, >? a->m, mm&±M& 
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tttt**, *U-Wlfc BSC*! (09, itttx>Jf?h-f^,'«. 
**fcg> , tt& GRttJB&M, H4'J>AI, -^bffi (#1, ft, B§ 

, ^j;^n(c#5^K, m<D&®. ftftmrnm (7yy> 

m, u--if-ft»fc<k*i*#, ssoj^fca > 

cm, Mifrim , mmm (.imv* 

•hwuvt^ <>7;i/x>if^-r;i/7., ^ji^zv-i frxmov-i jixmrnm. 

7 >i?*7- >i/> 1 1 ©f^ffl *«HWr « £ £ «fc 0 , j£ AtfK^fcfc £ fc# 5 $ 
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5 (PDGF, VEGF, FGF, -f>^-p-*X TNF-a, MCP-1 ©g£&cfctff£/B 

&&zf^n\z&om%wWs mm%mm\z&vm&mw, mmmtzwsw&nm* 
r&z^ rmmjimm^® • fBmmtvxm^zm^t^>z.t^mr$>^o 

tI#Iit§f^FIC#^t5 (Hepatology 1994;19:595-601) di^^tl 
)V9>UE) it, HGF (Hepatocyte Growth Factor : ffF«ii5iH^) M&.fe 
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«k o c <h feigns. 

tt#bTfeJ;K tit. *mW0®&&&MtM%7>ttT>i'>im$iMt 

"€-©ffio|iKffiTH*fctt3U^xO-;W£T^ HMG-Co AjS 
7cS^ (3-hydroxy-3-methylglutaryl coenzyme A reductase) |£LlF|£, -Ov'j. 

20 ^*ttfip«S!itLTi9:#$nT%>«fc<, &fa&mz£Kiw.m§m£isT!m 

1/-MH ^>1f7^^1x~h, i?iA7^Py^) , 

c^j> nb-5 9 8&&ztmmk&y>m) wmfznzo 
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□ » , 7"/t5F ] , ACEEfi, (TWf> 

: &>bm m. m>immft (vp>v>&£) > iss*^ 

*ft£) , fiJ^ 7D-fe5F (^v^X) , 7vtfP/7;7h> (7;i^ 

io ft a , c a %&iM 7&ui?\d>tea) &&&B£&#mmmi3i£ 

MI: 5>Vfc!?5 F, U F2KX Bfl^WHxF, 
M/+^l/5 : > 1 ' Si7$t^nx &£tf/9**rK, Cafe«t* 

is *;PS/MI*-;W (p*;PhP-;p) *§o > tt*;i/^>* (M, i7hny>, 

ft£) > -f^'J77^>l!i («:r>ft<?:) , t*^5>K 2 , fc!**>K 2 fi80 

20 #«7>A7 (BMP) \ ttNgmBJfttH? (FGF) , 'jfe/hffiiJfejfJIlB 
^ (PDGF) , h7>77t-$>^Iil 1 (TGF — j3) , -f>XU>*B 
^fiH^-lR^2 (IGF-1, -2) , BJ?4fcffll#;l^> (PTH) . 3- 

□ y/XtfJK&WEP-Al-3 7 6 1 9 7#&$g, EP-A1-4 6 04 8 8-*f 
&$g:feJ;tfEP-A 1 - 7 1 9 7 8 2*&«ffitt©ftl£to (00, (2R. 4S)-(-)-N- 

25 [4- (diethoxyphosphorylmethyl)phenyl]-l, 2, 4, 5- 1 e t r ahy d r o-4-me t hy 1 -7, 8- 
methylenedioxy-5-oxo-3-benzothiepin-2-carboxamide#) ft£ ; 

vu>, ^^;i/P>, j7*U5?p>, /#u>, t/^-F, -f 
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5 B1.B2. B6. B12. C» > §J^SS*J^> [ft. ?tt*9V>. *9*9V>W\ , 

20 FX a |fi«8l«£©8tiftL/jN«Igfc & C^lcStff ax^A v> sns ; 

/U^fX y>/U^?X -f^.A'T^X P/tX^X 7^U^f>, 
(+) -3R, 5S-7- [4- (4-7^tD7i-;W - 6 — f V ?U M)V 
-2- (N-*^)V-N-*Z>X)V-fc-)lT$;) hfU5> ? >-5— - 
25 3, 5-vtFP^>-6 (E) 

*hP» , XV*-fe$F (^<7-h) ] , P$JBE!£ (fck AC EMU, (7U 
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jk&i&f&^mmmm : jfoMsisifciii <\x u >1- h u 7 a, u 

;i/v7A, 7;V77'J>*^>^A (7-7 7'J» , «M@S^Xaia^ 

«Ii:«ATP-Kffl IBPISI, Na-HX&l&m X>h'-feU>£? 
10 tii&im: TXlfUX 7irh75/7xX ^T^nK KK^SJ -f 

15 7T;i/$tfrh^7x>&£ 

20 mmmmfemm : cm, wmww^mm (^ixx h d^* x ixh? s? 
7>fc!>"j>^a , o&mm miyrn. &immi m^^ov^m^) * 

(77^m ^7*a7U>^<i:©«^J^) 
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2 ziziz. &&&&<D&mm¥£it\$ j t(D](£fc z ?mA\zj:z>fem(M. hgf, vegf 

mmu mri&s ^miustm^xnmtv, *f£m<D®&&mmtm\z 
&zw$mmz&j*irzz.ttfTgz>o mv3&w\*izmmLtcM&. m*\zm 
mik\stzb(D*&mm\z^m}te£zm*TM&LT&5-irz> z. tw-vtzini 
mizmM<kLfcm*<DmM$:> mmiz. &%wmrm$:&^Tm*iz. iwi- 

10 ttmz&i§-LTh&\,\ 

&TizmMM&£ztmm<i*mifT*mw&z ^^z^mzmmr^, 

15 ##00 1 

[ [2'- (lE-^hyV-)V-5--()l) t'7x^- 
T3) 2 g tWUm® (TYPE V, OSMIUM) 0.36 g t*%WL-ifV n- 

jm&m&fo (%M/tfvn-)iM 75/25 , as¥^$H4i u.ooo, 

20 &¥®tt?m 4. 200, MS£»;icfc»¥£^P* 4, 090, f0^«I||g{) 
3. 6 g ^PD/^> 11ml tx^;-JV 0.4 ml £JC^LfcM»JnU 

H mrBmuTMt?m&LT&nLtc®m*mzoZ<Dmmz^® is-c cuss 

LT&Wc 0.1 mm% #Ut:-;i/7^3-;i/7K« 800 ml + £&AU ^-t: 
>S!:d^E:^+-tf— 8. 500 rpmlrO/Wl7;k>3 >tLft a ^©O/WI 

#m $ t>\zm>b#Mzm\ mmm^m^m^hrzo mm^nrc^^nij 
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itm\ i 

HWJ 1 

^g7X 0.4 ml £»U @& Gb^ftA *5«fct«MtJ6tt) £#k:BI@l£ft, 
10 T\ V-f £n#:/i:;|,(t»0<b£i|6A$*«32. 6%T?afeofc. 

ns£#i 2 

§s«®7Xfi£ 0.08ml \Z%%VfrUft.mMMltmmzLT'?'(?7Ut>7 

;i>*©fc£i&A£*»32. 5XT*o&. 
15 H^Jl 

##09 1» Jfc«03l» 2^l^^7<^D^^t)l/ 25 mg S 0.1 

ml (DftmU (5mg ©^JM^^^Mrjl/P-T^ h U 1 mg CD^UVJV 
^-h 80, 50 mg ©7>- h-;l/^@7jc lml. KMfcbT 7 jl 

fi&Jitt SD7yb©m#«&Tt 23G MMIl7yh 

20 iMiioiKiiTiist^ ^Mra^-r^T-r^p^y-kji/^om 



SI T-f>P*^-fe;P&TK4«CDft^«©¥^3S#* (n=3 - 5) 





1 


1H& 


2 iH^ 


3®^ 


4j1^ 




93% 


76X 


49% 


20% 


6% 




10% 


ND 


ND 


ND 


ND 




9 IX 


68X 


17% 


2% 


0% 


HWI2 


95X " 


76X 


48% 


21% 


3% 



ND: not done 
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&mr%<D*mmi?Mimm^&mTz>i&ft*tt-rznMM 1 2 ©m 

mm-zttm^m 1 tmmzs \mm 1 o^m^r\z>mtmmi,xm^ 
tcmm^mu-ox, mmiz^mmmkismmnmmmmzntz. itmn 

mwmn&tfmtbznfco wmnm^mm^nrcmmm 1 2 om\x<D& 
^(D±mmm\:^mo^mmimmmmmm^mmvr^(Dm\z^oxmtb, 
»bfe7K©*^#viH»j 1 x<Dmmmmmtin*m<D'j>ti.^nifom 2 £ o & 

10 ISbfco 

fc&m4g£fflm® (TYPE fdftffllSltgSD 0. 72g«h£, M-^'J3 
(M/^Un-JH 75/25 , M^tf^B 10, 600) . 

7. 2 g£v*£cm**> 22 mitx^y-;uo. 8 ml £fc*#b&&8tfcSSioU 
15 ^dtl^KO. 16ml£jja;Lfc^ It^cJttS^il 1 ^I0|frt*ly^f- 

t«fc*5)« m&%m\ Bmistzmwi&mco z\n^m±\z^mmb cm 
opiftiib, m.uximrm&&%kbxi&%kwz%t£ a zv^yoznmw 

lim<Dffi±X&m, WMLXmz&mV>l<Do%<DS gt x>>~ 1 — ^0. 4 gt&M 
i?x.yh$)imW (A-OJET, £Ml£2 kg/cm 

20 2 -em«^UT¥^^21 /im©$&^£#fc 0 ttHff +©fc£ttA£*» 
31.0%TNfc-3fc, 
14 

frT7>yi/-H^-f (Mobile Minor, -□vW^SSD LT+K£ D>T££J 
25 ^UTTO^^ #m©«^£#fco 

flf^ : —mfc/X)V {JX)V®. l. 2 mm) 

^JE* : 1 kg/cm 2 

*&»&APiU£ : 90*C 
KH^tUDU: 40—43*0 
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$1*092 

W7;m>TlXCTAB^W^U^>ilS««E (pHIO, 25 mM) I2.ml tiJD^TrfA^ 
5 42^, 120®/$ragM#Lfc. fel$ftk:0.1 nlfc^A&fcilLTftg® 

d, o.25 tfB7^;^-twb^»A«**a»fei/T*ia»ftjiajLfc. 



^2 In vi 




:~Z<Dtt.G®¥1%&mm (n=3) 




1 R#Fs1t=t 




4B#|H!& 


6 






98. 6X 












19. 7HS 


27. 895 


43. 1% 


56. 7X 


94. 4X 


$16093 


28. 9X 


37. 4X 


54. IX 


64. 6X 


87. 2X 


$Jfi094 


16. 2% 


25. 2X 


41. 7X 


60. n 


94. S% 



nmn <Vin Yi\orj&mim&o1t^Wl1ffl\*WlML1t in vitrot£lfc$ 



10 T&ttffi#»^H£*WRLfc. *Jfi^3*«fc^4©iftUJttttinvivoT?4ilMfc 
$»J3 <h4 0KTOinvivoT«4MW@m©Mi['I§ ; &WT§ilt^i^ 

15 M±©fiJfflpJ« 
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fa ua*+, flgjiwtt^> mMmmmttE) , mst^mmmmm. mm& 

io mm, mfom. mm&m. mmitm. mmm. mmm&* mmmm 
& 5 m m&m. %\>m^ xmmmmm. &mm*±i n&mm*> 

ffitt*«fctPFtt»»«IB, S&fc^^S, g#ttMt&Pt«, »figfl&fc#l£i; 



WO 01/60410 



PCT/JPOl/01191 



*g3ffi«©fctt^S!l. 

7. 7>^x>s/>ii^ftfflWT^t;^WS; (i) 



8. 7>^T->'»llfe^ffl^^T^^'&WD^;U^>, xynu-;^x 



15 
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#>xU-;i^> isUtt?)),. %y=r^)^y. AMJ^>, x^+hn^ 
5 - (lH-xh7V-;i/-5--1'^) k'7x-Jl/-4-^JV] 'OX-T 

io. yy^ft^yyyim^^^-r^it^mn- (y^^^^ 

1 1. 7>^tf>5/>] Wffl$tt»W2 - Ih+y- 1 - [ [2' 
-(2, 5-^t:Ho-5-^V- 1, 2, 4-^1tv ? 7V-;l/-3— f;i/) 
tf7x-;|/-4— 1)V] ^yx-i 7 -%)V#yM£tc\&t 

15 12. ±i^^m^^^-^a-\i^n^yti)v^ymm^wx^^mimi 
1 3. a-\i\^a^yti)v^ymm^m^m-^^n-)vmm^wr$>^mik 

1 4. ?Lmt^U3i-;U^©ii.^ ; E;i/Jt^l 0 0/0~4 0/6 0T&5lt^ 
20 1 3 &M<D®MVkmio 

1 5. a-&^oa»¥^^*^3, ooo~5o, o o ot&sii^i 2te 

16. a^fflT^^W^iSlIBmcD^'ti^J. , 

17. &m&mm®xh%m?mi^mo%i& > &m\o 

25 is. ^ffi^nft^^^^T^^tt^i 7ftm<Dmn&mMo 

19. $^{C^ffi^^WLT/5:^)i»^lIEmo^i!c1i^Jo 

2 o . &m&mtfw®T»&z>m &m 1 9 tmv'&tt&mmo . 

2 1. 7jc£Jt&14<D£S?glfft£#K 7K^li^1t©#1ffi^^b^tl^7KMabT 
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t* d t &Gmtrzm*m 1 isi&©#«M$j©s3£&o 

2 2. ^Sm»^W7>^x>^^II^^^W1-^>^%, ^©7n 

24. *a«tt^W7>^^>->>iifeirLM^r^^^ ^©yn 

2 5. »*«1I3^0^^»J^WL/T^5E^M^. 
10 2 6. WIWHi'SfflT^I*i2 5fBtt©&j£<%. 
2 7 . KjfiLflE^©^ • i&Sle&lT&Slt^ 2 5 

2 8. jfiL£E0«»^s©™ • fe*&r?&sni$B2 s^moim®. 
29. MgNtt©?^ • fetiffir?&&tt$gt2 5 &«©£/$«. 

3 0. *fcli*tt©^^Mft:^«**«LaLT#6nsric»*s, *fcH*tt© 
15 M^JRft^tt UTt# 6 n* SMBfcB 1 flB*©&&M£fl*!l. 

3 1. *fc8Jgtt©£giS«Mb£«b. *fc**tt©«£Jifc^*«J;tf#££ 

^^^^*TS^t^#i!i<h1-S7Ktil^©4g«tt{b^©^14M© 

20 32. 7K(i«tt©^ffi^n^^*5 < fci;7K^»^^«^ u ^'-©wassji 
*». 7ic*iw«*i»*«cfc*#*i:r**kj**tt©4a«ttft*«©* 

ftft«»l©i«ifc. 

3 3. flffifc, *fc*»tt©4a»ttfl;*tt, *fcjS»tt©#0^jiHfc^«*«fc 

3 4. tt$£3 llB*©ttfiflsfc:«kb#5ns<fetttt«8B. 

3 5. tt^«3 2t2^©^fe(Ci;0t#^n^^»rao • 

3 6. 7Kfc»*tt©^^JR^*S*«iabTff6n*^©#«TJc, *fc 
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37. &wt%fr(Dm&mB-rz>ztmwLtirznjm3 5 
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